
Chart 2. Laboratory Testing for Acute, Generalized Vesicular or Pustular Rash Illness in the United 
States 

 
 

Consider: 
� Tzanck smear (herpesviruses)
� EM, if available 

Consultation with PHL and CDC 
Rule out variola prior to other testing. Initial case (or cases) testing will 
be performed by LRN Variola Surge Laboratory. CDC will also test 
duplicate (split) sample simultaneously, if transport is feasible. 
! Results should not be released without CDC confirmation. 
! Once reliable performance of assays in surge labs is demonstrated 

(post-event), CDC confirmation may be discontinued. 

EM at local facility 
BSL-3 preparation of 

grids 
LRN Variola Surge Labs (C+) 

Enhanced BSL-3 required 
 

! Variola real-time PCR 
! Orthopox real-time PCR 
! Non-variola orthopoxvirus real-time 

PCR 
! EM (if available) 

Non-variola orthopoxvirus PCR: POS
Orthopox PCR: POS 
Vaccine related adverse event or 
possible Monkeypox. Contact CDC 

Diagnosis/ 
no further testing 
(unless clinically 
indicated) 

NEG

Initiate 
Chain-of-Custody 
documentation at 

FBI direction 

Patient evaluated by 
healthcare practitioner, 

Infectious Disease or 
Dermatology Specialist 

Low and Moderate Risk 
Specimens 

(Green and Yellow Boxes) 
 

High Risk Specimens
(Red Box) If VZV diagnosis is 

questionable, begin lab 
testing as clinically 
indicated 

Take digital photos of all 
clinical presentations! 
(for downloading to CDC) 

Clinical Laboratories 
and/or LRN Reference 
Laboratories 

Use BSL-2 facilities 
DFA: VZV and HSV 
PCR: VZV, HSV, Enterovirus  (where 
available) 
EM:  (where available) 
Viral culture: as appropriate 
Consider biopsy for erythema multiforme 

All other 
specimens 
referred to 

CDC 
POS for non-POX

All orthopox tests NEG: 
 
Perform the following: 
! DFA: VZV, HSV 
! PCR: VZV, HSV, 

Enterovirus 
! Viral culture and other 

diagnostic tests as 
clinically indicated. 

If all tests are NEG: 
• Re-evaluate patient condition and assess need for dermatologic and histologic 

testing, including tests for erythema multiforme; consider biopsy. 
• Obtain detailed information about possible exposure to smallpox vaccines. If 

possible exposure, LRN lab will perform Non-variola Orthopox PCR.

Non-variola orthopox & 
Orthopox PCR POS & 
Variola PCR NEG = 
 
 
Vaccine Adverse Event 
or Monkeypox 

Variola & Orthopox 
PCR both POSITIVE 
 
HIGHLY suggestive 
of SMALLPOX 
 
CALL CDC 
immediately prior to 
release of results 

If patient smallpox risk classification changes to high risk during further 
evaluation, follow appropriate protocol for high risk patient. Refer all specimens 
to CDC and/or LRN labs with Variola PCR testing capability. Sequester all viral 
cultures and specimens. Contact PHL for transport of specimens. Initiate chain of 
custody. 
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